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FOR: COMPUTER ANALYSIS OF HYBRIDIZATION DATA FOR BASE-CHECKING 
THE SEQUENCE OF A TARGET NUCLEIC ACID MOLECULE 

***** 

June 5, 1997 P^IVGD 
AMENDMENT J UN 2 6 I99Z 

Hon. Commissioner of Patents GROUP U 00 

and Trademarks 
Washington, D.C. 20231 

Sir: 

In response to the Office Action dated May 6, 1 997, please amend the above- 
identified application as follows: 



IN THE CLATMS : 

Please add the following new claims: 



'•^C^ " 32 - A method for comparing nucl/ic acid sequences in two or more collections of 
nucleic acid molecules, the method comprising: 

(a) providing a plurality oj arget elements bound to a solid surface, each target 
element comprising it target nucleic acid; 

(b) contacting the target elements with: 



FODOR et al. - Application No. 08/670,118 

(i) a first collection of labelled nucleic^icid comprising a sequence 
substantially complementary to a/arget nucleotide sequence, and 

(ii) at least a second labelled nucle^: acid comprising a sequence 

complementary to a target mjfcleotide sequence; 

/ 

wherein the first and second labels are distinguishable from each other; and 

(c) detecting the binding of the first/and second labelled complementary nucleic 
acids to the target nucleic acid^. 

/ 

33. The method of claim 32, whe/ein the solid support is a plurality of beads. 



3 *r 



/ 

The method of claim wherein the first and second labels are fluorescent 



labels. 



35. A kit for determining nucleic acid sequences in a nuclek^id sample, the kit 
comprising: 



(a) a solid support having an array of prelected target nucleic acids bound 

thereto where the array has a>ieast tw o members; and 

/ 

./ 

(b) a container containing^eferenpa nucleic acids, where said reference nucleic 

/ c 

acids comprise^quences that are complementary and non-complementary to 
at least ovs£ member of the array. 



36,/The kit of claim 35, wherein the kit further comprises two different fluorescent 



labjeis. 
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/ 



37. A substrate with a surface having a microarray'of at least 10 3 distinct 
polynucleotide or polypeptide biopolymers per cp/surface area, each distinct biopolymer 
sample (I) being disposed at a separate, defkied position in said array, (ii) having a length of 
at least 50 subunits, and (iii) beinj^pfesent in ^artiount effective to permit detection when 



hybridized to a labelled tar^pfsample. 



A method of detecting differential expression of each of a plurality of genes in a 
first cell type with respect to expression of the same genes in a second cell type, said method 
comprising: 

adding a mixture of labeled nucleic acid from the two cell types to an array of 
polynucleotides representing a plurality of known genes derived from the two cell 
types, under conditions that result in hybridization to complementary-sequence 
polynucleotides in the array; and 

examining the array by fluorescence under fluorescence excitation conditions 
in which polynucleotides in the array that are hybridized fe rodominuntl y to^mcleic 
acid derived from one of the cell types give a distinct fluorescence emission color and 

SoJUUL 

polynucleotides in the array that are hybridized to^nucleic acid derived from the other 
cell types give a different fluorescence emission color. 



The method of claim ffs, wherein the array of polynucleotides is formed on a 
substrate with a surface having an array of at least 10 3 distinct polynucleotide te-petypeptrde- 



3 



FODOR et al. - Application No. 08/670,1 18 
|^ 4^ mesin , surfece m rf aboyt 1 each d . st . nc( P^J^^ ^ a 

separate, defined position in said array.- 



REMARKS 

New claims 32-39 are being presented for possible interference as discussed in more 

detail below. 

With respect to the Examiner's restriction requirement, the Applicants elect the Group 
II (method) chums 26-31 . It is believed that all of the newly added claims 32-39 or at least 
method claims 32-34, 38 and 39 should be examinable with the elected Group II claims. 
However, if the new clams should be considered resectable from the Applicants' Group II 
claims, the Applicants would elect the method claims presented herein for examination. 
However, as noted, it is believed that all of the new claxms should be examinable with the 
Group II claims and action on all such claims (i.e., claims 26-3 1 and new claims 32-39, or at 
least new claims 32-34, 38 and 29) is requested. 

As for the requirement for election of species, the Applicants elect the polynucleotide 
embodiment. Claims 26-31 and all of the newly added claims are readable thereon. 

Of the new claims, claims 32-36 represent modified copies of claims presented in WO 
96/17958 while claims 37-39 are modified versions of claims in WO 95/35505. Copies of the 
WO applications are attached. 

It will be noted that WO 96/17958 refers tn 1 1 <? ,„„i;„ o ■ , ^ 

w yv/i/yja rerers to U.S. application Serial No. 08/353,018, 

filed December 9, 1 994 while WO 95/35505 refers tn T t ^ ■ o , . 

JJJU: ' reters t0 u -^' application Serial No. 08/261,388 
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filed June 17, 1994 and Serial No. 08/477,809, filed June 7, 1995. The Applicants are not 
aware of the status of these U.S. applications or any continuing versions thereof. 

The present application is a division of Serial No. 08/168,904 filed December 15, 
1993 as a continuation of Serial No. 07/624,1 14 filed December 6, 1990. Accordingly, the 
present application has a disclosure which goes back to December 6, 1990, a date well ahead 
of the priority dates referred to in the WO applications referred to above. 

Claims 32-36 presented herein are modeled after claims 1, 7, 9, 17 and 20, 
respectively, of WO 96/17958. These claims find support in the Applicants' disclosure as 
follows: 



Claim 
32 

33 
34 
35 
36 



Support 

See, for example, page 6, line 25 to page 7, 
line 26; page 12, beginning at line 12 and 
page 86, 2 nd full U 

Page 5, 3 rd U 

Page 86, lines 18-21 

Page 131, 2 nd U 

Page 13 1, 2 nd H and page 86, 2 nd % 



Claims 37-39 are modeled after claims 12, 18 and 19 of WO 95/35505. Claims 37-39 
are supported by the Applicants' disclosure as follows: 



Claim 
37 



38 



Support 

Page 36, first full % particularly line 12; 
page 34, 2 nd % page 32, lines 32-34; the 1f 
bridging pages 34-35; and page 50, line 17 
and line 26 et. seq. 

See, for example, pages 57, 81 and 85 
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filed June 17, 1994 and Serial No. 08/477,809, filed 
aware of the status of these U.S. applications 



June 7, 1995. The Applicants 



are not 



or any continuing versions thereof. 



The present applied™ is a division of Sena! No. OS/,68,904 filed December ,5, 
.993 as a continuation ofSeria, No. 07/624., ,4 filed December 6. ,990. According* the 
present apphcatton has a disclosure which g oes back to December 6, , 990. a date we,, ahead 
of the priority dates referred to in the WO apphcations referred to above. 

Claims 32-36 presented herein are modeled after claims 1 , 7, 9, 1 7 and 20, 
respecvely, of WO ,6/ 17 95, These Catms find support in the Appficants" disclosure as 



follows: 



Claim 

32 

33 
34 
35 
36 



Support 

See, for example, page 6, line 25 to page 7 
Ime 26; page 12, beginning at line 12 and ' 
page 86, 2 nd full 1| 

Page 5, 3 rd | 

Page 86, lines 18-21 

Page 131, 2 ,,d | 

Page 131,2" d lfand page 86,2" d l 



Claims 37-39 are modeled after claims 12, 1 8 and 19 of WO 95/35505. Claims 37-39 
are supported by the Applicants' disclosure as follows: 
Claim 

37 



Support 



38 



Page 36, first full % particularly line 12- 
page 34, 2 nd f, page 32, lines 32-34- the 1 
bridging pages 34-35; and page 50,'line 17 
and line 26 et. seq. 

See, for example, pages 57, 81 and 85 
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39 



See, for example, the disclosure referred to 
above for claim 37. 



Attached is a supplement to the Applicants' PTO-1449 of record with a copy of the 
citation. The further reference is not thought to be suggestive of the Applicants' invention as 
defined by the claims herein. However, the Examiner is requested to consider this additional 
art in the examination of the application and make the same of record. 

The present submission is without prejudice to the presentation of further or amended 
claims for interference or otherwise. 

Favorable action is requested. 



PNK:kim 
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